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*** It is now 2/19/2008 3:05:27 PM *** 

Welcome to DialogLink - Version 5 
Revolutionize the Way You Work! 



New on Dialog 

Order Patent and Trademark File Histories Through Dialog 

Thomson File Histories are now available directly through Dialog. Combined with the 
comprehensive patent and trademark information on Dialog, file histories give you the most 
complete view of a patent or trademark and its history in one place. When searching in the 
following patent and trademark databases, a link to an online order form is displayed in your 
search results, saving you time in obtaining the file histories you need. 

Thomson File Histories are available from the following Dialog databases: 

• CLAIMS/Current Patent Legal Status (File 123) 

• CLAIMS/U.S. Patents (File 340) 

• Chinese Patent Abstracts in English (File 344) 

• Derwent Patents Citation Index (File 342) 

• Derwent World Patents Index (for users in Japan) (File 352) 

• Derwent World Patents Index First View (File 331) 

• Derwent World Patents Index (File 351) 

• Derwent World Patents Index (File 350) 

• Ei EnCompassPat (File 353) 

• European Patents Fulltext (File 348) 

• French Patents (File 371) 

• German Patents Fulltext (File 324) 

• IMS Patent Focus (File 447, 947) 

• INPADOC/Family and Legal Status (File 345) 

• JAPIO - Patent Abstracts of Japan (File 347) 

• LitAlert (File 670) 

• U.S. Patents Fulltext (1971-1975) (File 652) 

• U.S. Patents Fulltext (1976-present) (File 654) 

• WIPO/PCT Patents Fulltext (File 349) 

• TRADEMARKSCAN - U.S. Federal (File 226) 



DialogLink 5 Release Notes 

New features available in the latest release of DialogLink 5 (August 2006) 

• Ability to resize images for easier incorporation into DialogLink Reports 

• New settings allow users to be prompted to save Dialog search sessions in the format of their 

choice (Microsoft Word, RTF, PDF, HTML, or TEXT) 

• Ability to set up Dialog Alerts by Chemical Structures and the addition of Index Chemicus as a 

structure searchable database 

• Support for connections to STN Germany and STN Japan services 



Show Preferences for details 



? Help Log On Msg 

*** ANNOUNCEMENTS *** 

"Thomson File Histories" are now available directly through Dialog 
in selected patent and trademark files. Combined with the 
comprehensive patent and trademark information on Dialog, file 
histories give you the most complete view of a patent or trademark 
and its history in one place. When searching in one of the patent 
and trademark databases, a link to an online order form is displayed 
in your search results, saving you time in obtaining the file 
histories you need. See HELP FILEHIST for more information about 
how to use the link and a list of files that contain the link. 

***The 2008 EMTREE Thesaurus has been added to EMBASE (Files 72, 73, 
772, and 972) *** 

RESUMED UPDATING 

***File 154 & F155, MEDLINE 

***File 156, ToxFile 



RELOADS COMPLETED 
***Files 72 & 73, EMBASE 



»>For the latest news about Dialog products, services, content<<< 
>>>and events, please visit What's New from Dialog at <<< 
>>>http : //www. dialog . com/whatsnew/ . You can find news about <<< 
>>>a specific database by entering HELP NEWS <file number>. <<< 

? Help Off Line 

Connecting to oluwatosin ogunbiyi - Dialog - 294085 
Connected to Dialog via SMS003051872 



? b medicine 



>>>W: 138 is unauthorized 

1 of the specified files is not available 

[File 5] Biosis Previews(R) 1926-2008/Feb W2 

(c) 2008 The Thomson Corporation. All rights reserved. 

[File 34] SciSearch(R) Cited Ref Sci 1990-2008/Feb W3 
(c) 2008 The Thomson Corp. All rights reserved. 

[File 35] Dissertation Abs Online 1861-2007/Oct 
(c) 2007 ProQuest Info&Learning. All rights reserved. 

[File 45] EMCare 2008/Feb W2 

(c) 2008 Elsevier B.V. All rights reserved. 

[File 65] Inside Conferences 1993-2008/Feb 18 
(c) 2008 BLDSC all rts. reserv. All rights reserved. 

[File 71] ELSEVIER BIOBASE 1994-2008/Feb W3 
(c) 2008 Elsevier B.V. All rights reserved. 

[File 73] EMBASE 1974-2008/Feb 19 
(c) 2008 Elsevier B.V. All rights reserved. 

*File 73: The 2008 EMTREE Thesaurus has been loaded. Please see HELP NEWS 72 for 
details. 

[File 91] MANTIS(TM) 1880-2007/Apr 
2001 (c) Action Potential. All rights reserved. 

*File 91: This database has stopped updating temporarily. Please see HELP NEWS 91 for 
details. 

[File 98] General Sci Abs 1984-2008/Jan 

(c) 2008 The HW Wilson Co. All rights reserved. 

[File 135] NewsRx Weekly Reports 1995-2008/Feb W3 
(c) 2008 NewsRx. All rights reserved. 

[File 144] Pascal 1973-2008/Feb W3 

(c) 2008 INIST/CNRS. All rights reserved. 

[File 149] TGG Health&Wellness DB(SM) 1976-2008/Feb Wl 
(c) 2008 The Gale Group. All rights reserved. 

[File 155] MEDLINE (R) 1950-2008/Feb 14 
(c) format only 2008 Dialog. All rights reserved. 

*File 155: MEDLINE has reloaded. Please see HELP NEWS 155 for details. 

[File 156] ToxFile 1965-2008/Feb W2 

(c) format only 2008 Dialog. All rights reserved. 

*File 156: ToxFile has resumed updating with the 2008 MeSH. Please see HELP NEWS154 
for information. 

[File 159] Cancerlit 1975-2002/Oct 

(c) format only 2002 Dialog. All rights reserved. 



[File 162] Global Health 1983-2008/Dec 

(c) 2008 CAB International. All rights reserved. 

[File 164] Allied & Complementary Medicine 1984-2008/Feb 
(c) 2008 BLHCIS. All rights reserved. 

[File 172] EMBASE Alert 2008/Jan 29 
(c) 2008 Elsevier B.V. All rights reserved. 

[File 266] FEDRIP 2007/Nov 

Comp & dist by NTIS, Intl Copyright All Rights Res. All rights reserved. 

[File 369] New Scientist 1994-2007/Sep W4 

(c) 2007 Reed Business Information Ltd. All rights reserved. 

[File 370] Science 1996-1999/Jul W3 
(c) 1999 AAAS. All rights reserved. 

*File 370: This file is closed (no updates). Use File 47 for more current information. 

[File 399] CA SEARCH(R) 1967-2007/UD= 14808 

(c) 2008 American Chemical Society. All rights reserved. 

*File 399: Use is subject to the terms of your user/customer agreement. IPCR/8 classification 
codes now searchable as IC=. See HELP NEWSIPCR. 

[File 434] SciSearch(R) Cited Ref Sci 1974-1989/Dec 
(c) 2006 The Thomson Corp. All rights reserved. 

[File 444] New England Journal of Med. 1985-2008/Dec W4 
(c) 2008 Mass. Med. Soc. All rights reserved. 

[File 467] ExtraMED(tm) 2000/Dec 

(c) 2001 Informania Ltd. All rights reserved. 
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2/3/1 (Item 1 from file: 98) Links 
General Sci Abs 

(c) 2008 The HW Wilson Co. All rights reserved. 
01266791 H.w. Wilson Record Number: BGSA88016791 

Activation of human immunodeficiency virus type 1 by DNA damage in human cells. 

Valerie, Kristoffer 

Delers, Anne; Bruck, Claudine 

Nature ( Nature ) v. 333 (May 5 1988) p. 78-81 

Special Features: bibl il ISSN: 0028-0836 

Language: English 

Country Of Publication: United Kingdom 



2/3/2 (Item 1 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
141393638 CA: 141(24)393638n JOURNAL 

Immune Responses to a Class II Helper Peptide Epitope in Patients with Stage III/IV 
Resected Melanoma 

Author: Wong, Raymond; Lau, Roy; Chang, Jenny; Kuus-Reichel, Tina; Brichard, Vincent; 
Brack, Claudine; Weber, Jeffrey 

Location: Department of Medicine, Keck/University of Southern California School of 
Medicine, Los Angeles, CA, USA 
Journal: Clin. Cancer Res. 
Date: 2004 

Volume: 10 Number: 15 Pages: 5004-5013 
CODEN: CCREF4 
ISSN: 1078-0432 
Language: English 

Publisher: American Association for Cancer Research 



2/3/3 (Item 2 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
141021955 CA: 141(2)21955k JOURNAL 

Immunologic Analysis of a Phase I/II Study of Vaccination with MAGE-3 Protein 
Combined with the AS02B Adjuvant in Patients with MAGE-3-Positive Tumors 
Author: Vantomme, Valerie; Dantinne, Christine; Amrani, Noreddine; Permanne, Philippe; 
Gheysen, Dirk; Bruck, Claudine; Stoter, Gerrit; Britten, Cedrik M.; Keilholz, Ulrich; Lamers, 
Cor H. J.; Marchand, Marie; Delire, Marcel; Gueguen, Maryse 
Location: GlaxoSmithKline Biologicals, Rixensart, Belg. 
Journal: J. Immunother. 
Date: 2004 

Volume: 27 Number: 2 Pages: 124-135 
CODEN: JOIMF8 
ISSN: 1524-9557 
Language: English 

Publisher: Lippincott Williams & Wilkins 



2/3/4 (Item 3 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
138105512 CA: 138(8)105512q JOURNAL 

Prevention of disease induced by a partially heterologous AIDS virus in rhesus monkeys 
by using an adjuvanted multicomponent protein vaccine 

Author: Voss, Gerald; Manson, Kelledy; Montefiori, David; Watkins, David I.; Heeney, 
Jonathan; Wyand, Michael; Cohen, Joe; Bruck, Claudine 
Location: GlaxoSmithKline Biologicals, 1330, Rixensart, Belg. 
Journal: J. Virol. 
Date: 2003 

Volume: 77 Number: 2 Pages: 1049-1058 
CODEN: JOVIAM 
ISSN: 0022-538X 
Language: English 

Publisher: American Society for Microbiology 



2/3/5 (Item 4 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 

137215352 CA: 137(1 5)2 15352z JOURNAL 
Designing HER2 vaccines 

Author: Foy, Teresa M.; Fanger, Gary R.; Hand, Susan; Gerard, Catherine; Brack, Claudine; 
Cheever, Martin A. 

Location: Corixa Corporation, Seattle, WA, USA 
Journal: Semin. Oncol. 
Date: 2002 

Volume: 29 Number: 3, Suppl. 11 Pages: 53-61 
CODEN: SOLGAV 
ISSN: 0093-7754 
Language: English 
Publisher: W. B. Saunders Co. 



2/3/6 (Item 5 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
135342904 CA: 135(24)342904q JOURNAL 

Recombinant human papillomavirus type 16 E7 protein as a model antigen to study the 
vaccine potential in control and E7 transgenic mice 

Author: Gerard, Catherine M.; Baudson, Nathalie; Kraemer, Kirsty; Ledent, Catherine ; 
Pardoll, Drew; Bruck, Claudine 

Location: Research and Development, GlaxoSmithKline Biologicals, B-1330, Rixensart, 
Belg. 

Journal: Clin. Cancer Res. 
Date: 2001 

Volume: 7 Number: 3, Suppl. Pages: 838S-847S 
CODEN: CCREF4 
ISSN: 1078-0432 
Language: English 

Publisher: American Association for Cancer Research 



2/3/7 (Item 6 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
133175869 CA: 133(13)175869g JOURNAL 

The adjuvant monophosphoryl lipid A increases the function of antigen-presenting cells 

Author: De Becker, Genevieve; Moulin, Veronique; Pajak, Bernard; Bruck, Claudine; 

Francotte, Myriam; Thiriart, Clotilde; Urbain, Jacques; Moser, Muriel 

Location: Departement de Biologie Moleculaire, Universite Libre de Bruxelles, 6041, 

Gosselies, Belg. 

Journal: Int. Immunol. 

Date: 2000 

Volume: 12 Number: 6 Pages: 807-815 

CODEN: INIMEN 

ISSN: 0953-8178 

Language: English 

Publisher: Oxford University Press 



2/3/8 (Item 7 from file: 399) Links 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 

131043582 CA: 131(4)43582g PATENT 

Method to enhance an immune response of nucleic acid vaccination 

Inventor (Author): Dalemans, Wilfried L. J.; Van Mechelen, Marcelle Paulette; Brack, 

Claudine; Friede, Martin 

Location: Belg. 

Assignee: Smithkline Beecham Biologicals S.A. 

Patent: PCT International ; WO 9930733 Al Date: 19990624 

Application: WO 98EP8152 (19981211) *GB 9726555 (19971216) 

Pages: 42 pp. 

CODEN: PIXXD2 

Language: English 

Patent Classifications: 

Class: A61K-039/00A; A61K-031/70B; A61K-039/39B; A61K-009/00B; A61K-039/00B; 
A61K-031/70B 

Designated Countries: AL; AM; AT; AU; AZ; BA; BB; BG; BR; BY; CA; CH; CN; CU; 
CZ; DE; DK; EE; ES; FI; GB; GD; GE; GH; GM; HR; HU; ID; IL; IN; IS; JP; KE; KG; KP; 
KR; KZ; LC; LK; LR; LS; LT; LU; LV; MD; MG; MK; MN; MW; MX; NO; NZ; PL; PT; 
RO; RU; SD; SE; SG; SI; SK; SL; TJ; TM; TR; TT; UA; UG; US; UZ; VN; YU; ZW; AM; 
AZ; BY; KG; KZ; MD; RU; TJ; TM 

Designated Regional: GH; GM; KE; LS; MW; SD; SZ; UG; ZW; AT; BE; CH; CY; DE; 
DK; ES; FI; FR; GB; GR; IE; IT; LU; MC; NL; PT; SE; BF; BJ; CF; CG; CI; CM; GA; GN; 
GW; ML; MR; NE; SN; TD; TG 



2/3/9 (Item 8 from file: 399) Links 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
131001465 CA: 131(l)1465r PATENT 

Recombinant vaccine containing mutant Der PI allergen with reduced enzymatic 
activity 

Inventor (Author): Bruck, Claudine; Bollen, Alex; Jacobs, Paul; Massaer, Marc 
Location: Belg. 

Assignee: Smithkline Beecham Biologicals S.A. 

Patent: PCT International ; WO 9925823 A2 Date: 19990527 

Application: WO 98EP7521 (19981116) *GB 9724531 (19971119) 

Pages: 46 pp. 

CODEN: PIXXD2 

Language: English 

Patent Classifications: 

Class: C12N-015/12A; C07K-014/435B; A61K-039/35B 
Designated Countries: CA; JP; US 

Designated Regional: AT; BE; CH; CY; DE; DK; ES; FI; FR; GB; GR; IE; IT; LU; MC; 
NL; PT; SE 



2/3/10 (Item 9 from file: 399) Links 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
130280846 CA: 130(21)280846h PATENT 

Fusion proteins comprising HIV Tat and/or Nef proteins and their production with 
recombinant cells for use as vaccines 

Inventor (Author): Bruck, Claudine; Godart, Stephane Andre Georges; Marchand, Martine 
Location: Belg. 

Assignee: Smithkline Beecham Biologicals S.A. 

Patent: PCT International ; WO 9916884 Al Date: 19990408 

Application: WO 98EP6040 (19980917) *GB 9720585 (19970926) 

Pages: 66 pp. 

CODEN: PIXXD2 

Language: English 

Patent Classifications: 

Class: C12N-015/49A; C12N-015/62B; C07K-014/16B; A61K-039/21B 
Designated Countries: AL; AM; AT; AU; AZ; BA; BB; BG; BR; BY; CA; CH; CN; CU; 
CZ; DE; DK; EE; ES; FI; GB; GE; GH; GM; HR; HU; ID; IL; IS; JP; KE; KG; KP; KR; KZ; 
LC; LK; LR; LS; LT; LU; LV; MD; MG; MK; MN; MW; MX; NO; NZ; PL; PT; RO; RU; 
SD; SE; SG; SI; SK; SL; TJ; TM; TR; TT; UA; UG; US; UZ; VN; YU; ZW; AM; AZ; BY; 
KG; KZ; MD; RU; TJ; TM 

Designated Regional: GH; GM; KE; LS; MW; SD; SZ; UG; ZW; AT; BE; CH; CY; DE; 
DK; ES; FI; FR; GB; GR; IE; IT; LU; MC; NL; PT; SE; BF; BJ; CF; CG; CI; CM; GA; GN; 
GW; ML; MR; NE; SN; TD; TG 



2/3/11 (Item 10 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
130250882 CA: 130(19)250882z JOURNAL 

Comparison of the antibody repertoire generated in healthy volunteers following 
immunization with a monomeric recombinant gpl20 construct derived from a 
CCR5/CXCR4-using human immunodeficiency virus type 1 isolate with sera from 
naturally infected individuals 

Author: Beddows, Simon; Lister, Simon; Cheingsong, Rachanee; Bruck, Claudine; Weber, 
Jonathan 

Location: Department of GU Medicine and Communicable Diseases, Imperial College 
School of Medicine at St. Mary's, London, UK, W2 IPG 
Journal: J. Virol. 
Date: 1999 

Volume: 73 Number: 2 Pages: 1740-1745 
CODEN: JOVIAM 
ISSN: 0022-538X 
Language: English 

Publisher: American Society for Microbiology 



2/3/12 (Item 11 from file: 399) Links 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
130222110 CA: 130(17)2221 10c PATENT 

Fusion proteins of human papillomavirus E6 and E7 stimulate a type 1 T-cell response 
Inventor (Author): Brack, Claudine; Cabezon Silva, Teres; Delisse, Anne-Marie Eva 
Fernande; Gerard, Catherine Marie Ghislaine; Lombardo-Bencheikh, Angela 
Location: Belg. 

Assignee: Smithkline Beecham Biologicals S.A. 

Patent: PCT International ; WO 9910375 A2 Date: 19990304 

Application: WO 98EP5285 (19980817) *GB 9717953 (19970822) 

Pages: 95 pp. 

CODEN: PIXXD2 

Language: English 

Patent Classifications: 

Class: C07K-014/00A 
Designated Countries: AL; AM; AT; AU; AZ; BA; BB; BG; BR; BY; CA; CH; CN; CU; 
CZ; DE; DK; EE; ES; FI; GB; GE; GH; GM; HR; HU; ID; IL; IS; JP; KE; KG; KP; KR; KZ; 
LC; LK; LR; LS; LT; LU; LV; MD; MG; MK; MN; MW; MX; NO; NZ; PL; PT; RO; RU; 
SD; SE; SG; SI; SK; SL; TJ; TM; TR; TT; UA; UG; US; UZ; VN; YU; ZW; AM; AZ; BY; 
KG; KZ; MD; RU; TJ; TM 

Designated Regional: GH; GM; KE; LS; MW; SD; SZ; UG; ZW; AT; BE; CH; CY; DE; 
DK; ES; FI; FR; GB; GR; IE; IT; LU; MC; NL; PT; SE; BF; BJ; CF; CG; CI; CM; GA; GN; 
GW; ML; MR; NE; SN; TD; TG 



2/3/13 (Item 12 from file: 399) Links 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 

130079909 CA: 130(7)79909n CONFERENCE PROCEEDING 
Multiple immune effector mechanisms as correlates of HIV-1 vaccine protection 
Author: Heeney, Jonathan Luke; Mooij, Petra; Bogers, Willy; Davis, David; Morein, Bror; 
De Giuli Morghen, Carlo; Lehner, Thomas; Voss, Gerald; Brack, Claudine; Koopman, 
Gerrit; Rosenwirth, Brigitte 

Location: Dept of Virology, Biomedical Primate Research Centre, Rijswijk, Neth. 

Journal: Retroviruses Hum. AIDS Relat. Anim. Dis., Colloq. Cent Gardes, 11th 

Editor: Girard, Marc (Ed), Dodet, Betty (Ed), 

Date: 1998 

Pages: 281-285 

CODEN: 66UXAF 

Language: English 

Meeting Date: 19970000 

Publisher: Elsevier , Paris, Fr 



2/3/14 (Item 13 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
124143067 CA: 124(11) 143067s JOURNAL 

Protection against lethal simian immunodeficiency virus SIVsmmPBj 14 disease by a 
recombinant Semliki Forest virus gpl60 vaccine and by a gpl20 subunit vaccine 
Author: Mossman, Sally P.; Bex, Francoise; Berglund, Peter; Arthos, James; O'Neil, Shawn 
P.; Riley, David; Maul, Donald FL; Bruck, Claudine; Momin, Patricia; et al. 
Location: Dep. Pathology, Colorado State Univ., Fort Collins, CO, 80523, USA 
Journal: J. Virol. 
Date: 1996 

Volume: 70 Number: 3 Pages: 1953-60 
CODEN: JOVIAM 
ISSN: 0022-538X 
Language: English 



2/3/15 (Item 14 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
124142955 CA: 124(1 l)142955t JOURNAL 

Simple enzyme immunoassay for titration of antibodies to the CD4-binding site of 
human immunodeficiency virus type 1 gpl20 

Author: Turbica, Isabelle; Posner, Marshall; Bruck, Claudine; Barin, Francis 
Location: Departement de Microbiologie Medicale et Moleculaire, Centre Hospitalier 
Universitaire Bretonneau, 37044, Tours, Fr. 
Journal: J. Clin. Microbiol. 
Date: 1995 

Volume: 33 Number: 12 Pages: 3319-23 
CODEN: JCMIDW 
ISSN: 0095-1137 
Language: English 



2/3/16 (Item 15 from file: 399) Links 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 

124028038 CA: 124(3)28038w PATENT 
Alphavirus RNA as carrier for vaccines 

Inventor (Author): Dalemans, Wilfried; Bruck, Claudine; Liljestroem, Peter Torsten 
Location: Belg. 

Assignee: SmithKline Beecham Biologicals (S.A.); Bioption AB 
Patent: PCT International ; WO 9527069 Al Date: 951012 
Application: WO 95EP1080 (950322) *GB 946498 (940331) 
Pages: 19 pp. 
CODEN: PIXXD2 
Language: English 
Patent Classifications: 

Class: C12N-015/86A; C07K-014/18B; C12N-015/62B; A61K-039/245B; A61K- 
039/29B; A61K-031/70B; A61K-009/127B; C12N-015/87; A61K-048/00; A61K-039/00 
Designated Countries: AM; AT; AU; BB; BG; BR; BY; CA; CH; CN; CZ; DE; DK; EE; 
ES; FI; GB; GE; HU; JP; KE; KG; KP; KR; KZ; LK; LR; LT; LU; LV; MD; MG; MN; MW; 
MX; NL; NO; NZ; PL; PT; RO; RU; SD; SE; SG; SI; SK; TJ; TM; TT 
Designated Regional: KE; MW; SD; SZ; UG; AT; BE; CH; DE; DK; ES; FR; GB; GR; IE; 
IT; LU; MC; NL; PT; SE; BF; BJ; CF; CG; CI; CM; GA; GN; ML; MR; NE; SN; TD; TG 



2/3/17 (Item 16 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
123219547 CA: 123(17)219547a JOURNAL 

Genetic construction and in vitro characterization of SIVsmmPBj 14-1.9 noninfectious 
particles 

Author: Deschamps, Marguerite; Lambrecht, Benedicte; Horth, Marie; Kummert, Suzy; 
Gelderblom, Hans R.; Bruck, Claudine; Burny, Arsene 

Location: Laboratory of Biological Chemistry, Free University of Brussels, 1640, St. 

Genesius-Rode, Belg. 

Journal: AIDS Res. Hum. Retroviruses 

Date: 1995 

Volume: 11 Number: 7 Pages: 855-61 
CODEN: ARHRE7 
ISSN: 0889-2229 
Language: English 
Meeting Date: 950000 



2/3/18 (Item 17 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
121228592 CA: 121(19)228592x JOURNAL 

HIV-1 envelope-elicited neutralizing antibody titers correlate with protection and virus 
load in chimpanzees 

Author: Brack, Claudine; Thiriart, Clotilde; Fabry, Luc; Francotte, Myriam; Pala, Pietro; 
Van Opstal, Omer; Culp, Jeff; Rosenberg, Martin; De Wilde, Michel; et al. 
Location: SmithKline Beecham Biologicals, 1330, Rixensart, Belg. 
Journal: Vaccine 
Date: 1994 

Volume: 12 Number: 12 Pages: 1141-8 
CODEN: VACCDE 
ISSN: 0264-410X 
Language: English 



2/3/19 (Item 18 from file: 399) Links 

Fulltext available through: STIC Full Text Retrieval Options 
CA SEARCH(R) 

(c) 2008 American Chemical Society. All rights reserved. 
120189601 CA: 120(15)189601g JOURNAL 

Incomplete protection, but suppression of virus burden, elicited by subunit simian 
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Multi-vaccine SEVINA composed of vinorelbine apoptotic tumour cell lysate (VATCL), 
cationic colloidal 25 mer ISS CpG oligonucleotide (ODN) adjuvant and recombinant 
chaperone GRP94/gp96+HER2 differentiation antigen vaccine induces formation of 
exosomes from APCs and humoral cellular immune responses leading to vaccine 
induced apoptosis (VIA) in chemoresistant distal breast, lung, prostate and ovarian 
cancer 

DESCRIPTORS: 

Diseases: breast cancer- ovarian cancer- lung cancer- prostate cancer- 
Chemicals & Biochemicals: ...TNF-alpha {tumor necrosis factor-alpha IL-18; ... 

...vinorelbine apoptotic tumor cell lysate colloidal 25 mer immunostimulatory 

sequences CpG oligonucleotide adjuvant recombinant chaperone 

GRP94/gp96+HER2 differentiation antigen- 
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Abstract: ...by human immune cells, including the upregulation of inflammatory and Thl- 
related cytokines (IFN-gamma, tumor necrosis factor alpha [TNF-a], interleukin 6 [IL-6], 
IL-8, IL-12, and IL-18) as well as anti-inflammatory and Th2-related cytokines (IL-4, IL-10, 

and IL to be the effective components of the preparation. The virus particles activate 

monocytes or other antigen-presenting cells (APC), e.g., plasmacytoid dendritic cells, 

through signaling over CD14 and a Toll IL-6, and IL-8) as well as the Thl-related 

cytokines IL-12 and IL -18. Both IL-18 and IL-12 are involved in PPVO-mediated IFN- 
gamma release by T cells and... 

Identifiers- ...RECEPTORS; NATURAL-KILLER-CELLS; HEPATITIS -B -VIRUS; 
INTERFERON RESISTANCE; MACROPHAGE ACTIVATION; ANTIVIRAL 
ACTIVITY; GAMMA PRODUCTION; CPG DNA; POXVIRUSES; HOMOLOG 
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Combined stimulation with inter leukin-18 and CpG induces murine natural killer 
dendritic cells to produce IFN-gamma and inhibit tumor growth 

...tumors. Based on our previous finding that the combination of Toll-like receptor 9 
ligand CpG and interleukin (IL)-4 stimulates NKDC to produce IFN-gamma, we 

hypothesized that NKDC are NKDC accounted for the majority of IFN-gamma 

production by murine spleen CDllc SUP + cells. IL-18 alone induced NKDC to secrete 
IFN-gamma, and the combination of EL-18 and CpG resulted in a synergistic increase 

in IFN-gamma production, both in vitro and in vivo 12. NKDC selectively 

proliferated in vitro and in vivo in response to the combination of IL-18 and CpG. 
Systemic treatment with IL-18 and CpG reduced the number of B16F10 melanoma lung 
metastases. The mechanism depended on NK1.1 SUP + cells, as their depletion 
abrogated the effect. IL-18 and CpG activated NKDC provided greater tumor 
protection than NK cells in IFN-gamma SUP -/- mice. Thus, NKDC are the major 
dendritic cell subtype to produce IFN-gamma, The combined use of IL-18 and CpG is a 
viable strategy to potentiate the antitumor function of NKDC. (c)2006 American 
Association for Cancer Research. 
Drug Descriptors: 

* CpG oligodeoxynucleotide-drug combination— cb; *CpG oligodeoxynucleotide-drug 
dose~do; *CpG oligodeoxynucleotide-drug interaction-it; *CpG oligodeoxynucleotide- 
-intraperitoneal drug administration— ip; *CpG oligodeoxynucleotide-pharmacology- 
pd; * interleukin 18~drug combination— cb; *interleukin 18-drug dose-do; * 
interleukin 18... 

CD11 antigen; gamma interferon; interleukin 12— drug combination~cb ; interleukin 

12~pharmacology~pd 
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animal cell; animal experiment; animal model; animal tissue; article; cancer inhibition; 
cell proliferation; cell protection; controlled study; dose response; drug effect; drug 
potentiation; in vitro... 
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C-Class CpG ODN: Sequence requirements and characterization of 
immunostimulatory activities on mRNA level 

Synthetic oligodeoxynucleotides (ODN) containing unmethylated deoxycytosine- 
deoxyguanosine (CpG) motifs are very potent inducers of the innate immune system, 
mimicking the effects of bacterial DNA. CpG ODN are recognized by Toll-like receptor 
9 (TLR9). Three classes of TLR9 agonists have been described:, B-Class CpG ODN that 
induce strong B- and NK-cell activation and A-Class ODN that induce alpha- 
producing capacity. Kinetic studies on mRNA level for CD69, IFN-gamma, IP-10 and 
IL-18 by semi-quantitative PCR demonstrated differences in mRNA transcription for 

some cytokines suggesting different regulatory classes. High amounts of IP-10 

mRNA and protein as well as up-regulation of IL-18 mRNA were observed especially 

for the A- and C-Classes. According to these data, C 10 production and strong NK 

activation. These characteristics can be availed to induce potent anti-tumor or anti-viral 
effects. Consequently, C-Class CpG ODN represent ideal drug candidates for anti-viral 
and/or anti-tumor therapy, (c) 2004 Elsevier GmbH. All rights reserved. 
Drug Descriptors: 

bacterial DNA; CD69 antigen— endogenous compound— ec; cpg 10101; cytosine; 
deoxyguanosine; gamma interferon— endogenous compound— ec; gamma interferon 
inducible protein 10— endogenous compound... 
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...TEXT: APM-exposed DCs secreted less IL-12 and IL-6 but 
exhibited 

increased secretion of IL-18 and IL-10 compared with LPS 
stimulation. A T(H)2-like pattern of cytokine... 

...interfering with dendritic cell differentiation and cytokine 
production . 

"Dendritic cells (DCs) are the most potent antigen-presenting 
cells 

that initiate and regulate immune responses. They are unique in 
their 

feature to . . . 

...in the presence and absence of resting or activated PLTs. DC 
differentiation, maturation, allostimulatority capacity, antigen 
uptake, and cytokine profile were estimated to control group, " 
said K. 

Kissel and colleagues at... 

...according to CDla expression (mean reduction, 62%; p<0.05). 
Production of IL-12p70 and tumor necrosis factor-alpha was 
reduced 

in the presence of resting (mean reduction, 46 and 55... 

. . . immunoregulatory cytokine IL-10 by DCs (mean increase, 52%; 
p<0.05) . 

DC allostimulatority capacity, antigen uptake, and phenotypic 
maturation remained unaffected." Kissel concluded, "It is 
proposed that 
intact PLTs connect... 

and human pDCs do not express Md. "To explore this 
process, pDCs 

were activated with CpG oligodeoxyribonucleotides, which 
stimulated 

the secretion of several cytokines such as type I and TNF- 
alpha. . . 
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Studies from the United States and Japan describe new findings in 
cancer treatment research 

TEXT: Investigators in the United States and Japan have 

published new 

cancer treatment data. 

Study 1: A MUC1/IL-18 DNA vaccine induces anti- 
tumor immunity and increased survival in MUC1 transgenic mice. 

According to recent research published in the journal 
Vaccine , "MUC1 

(mucin 1) is a tumor-associated antigen that is overexpressed 
in many adenocarcinomas. Active immunotherapy targeting tumors 
expressing 

MUC1 could have great... 

. . .MUC1 DNA vaccines were evaluated in MUC1 transgenic (MUCl.Tg) 
mice 

challenged with MC38/MUC1+ tumor cells," said Linda A. Snyder and 
colleagues at Centocor Inc. "Vaccination with MUC1 plasmid DNA 
(pMUCl) 

alone was insufficient to induce tumor protection. However, 
co-administration of pMUCl with a plasmid encoding murine 
interleukin-18 

(pmuIL-18) resulted in significant tumor protection and survival 
after tumor challenge." 

"Protection was durable in the absence of additional 
vaccination, as 

demonstrated by continued protection of vaccinated mice following 
tumor rechallenge, " the researchers reported. "Mice surviving 
challenges with MC38/MUC1+ cells showed significant protection 
after 

challenge with MUC1-MC38 tumor cells, suggesting that these mice 
had 

developed immune responses to epitopes shared between the tumor 
cell 

lines. Antibody-mediated depletion of lymphocyte subsets 

demonstrated that 

protection was due largely to... 

...tolerance to MUC1 and induce an immune response capable of 
mediating 

both significant protection from tumor challenge and increased 
survival . " 

Snyder and her coauthors published their study in Vaccine (A 

MUC1/ 

IL-18 DNA vaccine induces anti-tumor immunity and 
increased survival in MUC1 transgenic mice. Vaccine, 



2006;24(16) :3340-3352) . 
For . . . 

...145 King of Prussia Road, Radnor, PA 19087, USA. 
LSnyder2@cntus . jnj . com. 

Study 2: Cancer immunotherapy using a dendritic/tumor 
-fusion vaccine induces elevation of serum anti-nuclear antibody 
with good 

clinical responses. 

"Dendritic cell (DC) vaccines might induce both anti-tumor 
immunity and autoimmunity. In this report, we demonstrate 
elevated levels 

of anti-nuclear antibody (ANA) in the sera of patients with 
cancer 

who had received immunotherapy with a dendritic/tumor-fusion 
vaccine," stated investigators in Japan. 

"Twenty-two patients were treated with DC vaccine of fusion 

cells 

composed of autologous DCs and tumor cells (DC/tumor-fusion 

vaccine) , which was generated by treating each cell type with 

polyethylene 

glycol," said Sadamu... 

...colleagues at Jikei University. "Nine of the 22 patients were 
treated 

with both the DC/tumor-fusion vaccine and systemic administration 
of 

recombinant human interleukin (rhIL)-12. Serum levels of ANA... 

...enzyme-linked immunosorbent assay kit." 

They reported, "One patient with gastric carcinoma (patient 
1, DC/ 

tumor-fusion vaccine alone), one patient with breast cancer 
(patient 2, DC/tumor-fusion vaccine alone) and one patient with 
ovarian cancer (patient 3, DC/tumor-fusion vaccine + rhIL-12) 
showed significant elevations of serum ANA levels during 
treatment. In 

patient 1, malignant ascitic effusion resolved and serum levels 
of 

tumor markers decreased. Patients 2 and 3 remained in good 
physical 

condition during treatment for 24 and 9 months, respectively." 

"Immunoblot analysis indicated antibody responses to 
autologous 

tumor cells after vaccination in patient 2. None of the treated 
patients showed clinical symptoms suggesting. . . 

...those without it," the authors noted. 

They concluded, "Elevated serum levels of ANA after DC/tumor 
-fusion cell vaccine might be associated with anti-tumor immune 
response induced by the vaccination." 



Homma and associates published their study in Clinical and 
Experimental Immunology (Cancer immunotherapy using dendritic/ 
tumor-fusion vaccine induces elevation of serum anti-nuclear 
antibody with better clinical responses. Clin Exp... 

...Japan, sahya@jikei.ac.jp. 

Study 3: According to a study from the United States, CpG 
oligonucleotides enhance the tumor antigen-specific immune 
response of an anti-idiotype (Id) antibody-based vaccine strategy 
in 

carcinoembryonic antigen (CEA) transgenic mice. 

"A murine monoclonal anti-Id antibody, 3H1 has been 
developed and 
characterized. . . 

...Id 3H1 mimics a specific epitope of CEA and can be used as a 
surrogate 

antigen for CEA. 3H1 induced anti-CEA immunity in different 
species 

of animals as well as... 

...showed promise as a potential vaccine candidate in phase I/II 
clinical 

trials for colon cancer patients," wrote A. Saha and colleagues, 
University of Cincinnati. 

They explained, "One area of interest... 
...the development of new immune adjuvants that may augment the 
potency of 

3H1 as a tumor vaccine. Oligodeoxynucleotides containing 
unmethylated CpG motifs (CpG ODN) are potent 

immunostimulatory agents capable of enhancing the Ag-specific Thl 
response 

when used as immune adjuvants. In this study, we have evaluated 
the 

efficacy of 3H1 as a tumor vaccine when admixed with a select 
CpG ODN 1826 in transgenic mice that express human CEA. The 
vaccine 

potential of 3H1 was... 

...in each adjuvant-treated group of mice, whereas cellular 
immune 

responses were significantly greater when CpG was used as an 
adjuvant. Splenocytes obtained from 3Hl-CpG-immunized mice showed 
an 

increased proliferative CD4+ Thl-type T-cell response when 
stimulated in. . . 

...cytokines (IL-2, IFN-gamma) , " wrote the researchers. 

"This vaccine also induced MHC class I antigen-restricted 

CD8 + 

T-cell responses. In a solid tumor model, C15 tumor growth 



was significantly inhibited by 3H1 vaccinations. In 3Hl-CpG 
-vaccinated mice, the duration of survival was, however, longer 
compared to 

the 3Hl-QS21-vaccinated mice," Saha and coinvestigator s wrote. 

The researchers concluded, "These findings suggest that 3H1- 

CpG 

vaccinations can break peripheral tolerance to CEA and induce 
protective 

antitumor immunity in this murine model transgenic for human 
CEA. " 

Saha and colleagues published the results of their research 

in 

Cancer Immunology Immunotherapy (CpG oligonucleotides enhance 
the tumor antigen-specific immune response of an 

anti-idiotype antibody-based vaccine strategy in CEA transgenic 
mice . 

Cancer Immunol Immunother, 2 006 ; 55 ( 5 ) : 515-52 7 ) . 

For additional information, contact A. Saha, University 

of . . . 

...Avenue, Cincinnati, OH 45267, USA. 
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...response involving a variety of cytokines, including 
interleukin (IL)-l, 

IL-6, IL-8, and tumor necrosis factor (TNF) - (alpha) , and the 
subsequent massive recruitment and activation of neutrophils in 
the. . . 

...and harmful response. Bacterial endotoxin and prokaryotic DNA 
can 

strongly induce IL-12 production by antigen-presenting cells, 
leading to the elaboration of interferon ( IFN) -( gamma) , IL-18 
, and other mediators. These mediators, many of which are 
transduced 

through one of the conserved. . . 

...however, the promotion of "regulatory" responses (e.g., 
regulatory 

CD(4.sup.+) T-cells and antigen-presenting cells such as 
dendritic 

cells and macrophages) has received prominent attention. These 
cells, when 



...TR, Lemish JE, Weinstock JV, Thorne PS, et al . 1998. 
Modulation of 

airway inflammation by CpG oligodeoxynucleotides in a murine 
model 

of asthma. J Immunol 160 (6 ): 2555-2559 . 
Klintberg B. . . 
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...mucosal surfaces consists predominantly of (CD4.sup.+) T 
cells, 

secretory immunoglobulin A (S-IgA), and antigen-specific 
cytotoxic 

T-lymphocytes (CTLs) . This review will focus on the antigen- 
specific 

mucosal immune system. 

Emerging Pathogens 
The major obstacle in combating emerging infectious diseases 

is . . . 

...specific signals, such as costimulatory molecules, cytokines, 
and 

T-helper cells, to give rise to antigen-specific S-IgA Abs in 
mucosal effector sites. 

Neither Thl- nor Th2-type cytokines contributed... 

...the switch to IgA, i.e., B-cell activation by cross-linking 
the B-cell 

antigen receptor, CD40-CD40L interactions to promote switching, 
TGF-bdl by directing the switch to IgA. . . 

...producing cells. 

(Figure 2 ILLUSTRATION OMITTED) 
T-cell helper functions play important roles in generating 
antigen-specific humoral and cell-mediated immunity in both 
systemic 

and mucosal compartments. The importance of... 
...example, intracellular pathogens, such as viruses and 
intracellular 

bacteria, induce production of IL-12 or IL-18 by activated 
macrophages, presumably after ingestion of the partuculate 
pathogen, 

inducing IFN-gd production in... 

...the differentiation of ThO cells toward a Thl phenotype 
producing 

IFN-gd, IL-2, and tumor necrosis factor bd (TNF-bd)d (Figure 2). 
Murine Thl-type responses are associated with. . . 

...IgG2a antibody responses (8). ThO cells are differentiated 
into Th2-type 

cells when soluble exogenous antigen is administered, triggering 
(CD4.sup.+), (NK1 . 1 . sup. +) T cells to produce IL-4 . The... 

...Thus, either Thl or Th2 cells or a combination of these cell 



types can 

support antigen-specific S-IgA Ab responses. In this respect, 
Th2-type cytokines play a role in. . . 

...restricted CTL responses are supported by Thl cells. Cytotoxic 
cells can 

be classified based on antigen specificity and MHC restriction, 
i.e., nonspecific cytotoxic cells and antigen-specific, 
MHC-restricted CTLs. The first kind is composed of various cell 
types, 

including NK. . . 

...system. Presumably, they decrease pathogen load in the early 
stage of 

the immune responses, while antigen-specific responses are still 
being established. The second type, antigen-specific CTL, 
achieved 

optimal activity a little later than nonspecific CTL, i.e., at 
day 3 to 5 

of the immune response before antibody production. 

Both antigen-specific and nonspecific cytotoxic cell types 

can 

control growth of intracellular pathogens by two distinct... 

...infection reflects their importance for protection against 
pathogens at 
mucosal surfaces. 

(Figure 3 ILLUSTRATION OMITTED) 
Antigen-Specific CTLs 
CTLs play an important role in the elimination of cells 
infected with 

various intracellular pathogens by recognizing pathogen-specific 
antigen/MHC complexes. Antigen-specific CTLs inhibit further 
spread of pathogens and help to terminate infections. 
Compartmentalization 
of pathogen. . . 

...against murine rotavirus-induced gastroenteritis in the 
absence of 

rotavirus-specif ic neutralizing antibodies, indicating that 
antigen 

-specific CTLs protect against mucosal pathogens in the 
intestinal tract 

(32). Thus, thymus-derived adbd T cells can migrate to the 
intestinal 

epithelium after antigen-specific activation and protect the host 
against subsequent challenge. This notion is supported by 
findings . . . 

. . .Mediastinal lymph nodes, the draining lymph nodes of the 
lungs, are 

considered the site where antigen presentation to T cells 



initially 

occurs before clonal expansion. Subsequently, T cells migrate to 
effector 



...or semen (38) of HIV-infected persons. These studies indicate 
that the 

initial site of antigen exposure and induction of antigen 
-specific CTL responses in the urogenital tract are associated. 
Further 

evidence for this notion comes from the use of MHC class 1 
tetramere 

technology, by which antigen-specific quantitation of (CD8.sup.+) 
T 

cells can be performed. Upon intranasal influenza administration, 
most 

antigen-specific, IFN-gd-producing effector (CD8.sup.+) T cells 
were 

located in bronchial lavages and. . . 

. . .different pathogens have distinct infection routes or 
different 

localization in the host, compartmentalization of protective, 
antigen-specific CTLs may vary, based on the specific pathogen. 
In 

general, mucosal infection induces primarily antigen-specific 
CTLs 

in the mucosal compartment and mucosa-associated lymphoid organs 
and 

depends on mucosal... 

...and home to various mucosal effector sites. The common mucosal 
immune 

system involves homing of antigen-specific lymphocytes to mucosal 
effector sites other than the site where initial antigen exposure 
occurred. This pathway has almost exclusively been documented for 
S-IgA 

antibody responses at... 

...a common mucosal immune system for cell-mediated immunity 
(44) . The data 

available indicate that antigen-specific CTL responses at mucosal 
surfaces are dictated by induction of CTL locally and are... 

...do normally migrate to the systemic compartment. It could be 
hypothesized that the presence of antigen-specific CTL in the 
systemic compartment would allow for quick, protective responses 
at any 
mucosal . . . 



.pCTL in immunologically privileged sites fail to differentiate 



into 

fully functional CTL, unless exposed to antigen (40). This 
concept 

could have a major influence on future vaccine development. If 
mucosal 

antigen-specific memmory CTL responses are observed only after 
mucosal immunization, optimal protection against pathogens would 
require 

the use of mucosal vaccine. However, systemic induced CTL can 
generate an 

antigen-specific mucosal CTL response; in addition, systemic 
immunization can be used for cell-mediated protection. . . 

. . .with DNA vaccines by using cationic lipids or other delivery 
vehicles, 

as well as immunostimulatory CpG dinucleotide motifs, no reports 
exist on the induction of mucosal immunity by DNA vaccines in 
humans . 

Unmethylated CpG dinucleotides are immunostimulatory, especially 
when presented in a 6 base-pair motif in which the central CpG is 
flanked by two 5' purines and two 3' pyrimidines . 
Another promising avenue for mucosal... 

. . .derived from the bark of the South American tree Quillaja 
saponia 

Molina, mutant enterotoxins, unmethylated CpG motifs, or 
cytokines 

such as IL-12) or mucosal delivery systems, such as microspheres, 
will... 

CS, Robinson JK, Lamm ME. Epithelial transcytosis of monomeric 
IgA and IgG 

cross-linking through antigen to polymeric IgA. A role for 
monomeric 

antibodies in the mucosal immune response. J Immunol... 
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Summary: ...hypothesize that NKDC are critical to the immune response against Listeria. 
While the lytic and antigen -presenting abilities of NKDC may be important, we have chosen 

to focus exclusively on their of IFN-gamma production by NKDC during Listeria 

infection. Specifically, we will test IL-12, IL-18, and Toll-like receptor 9 as we have found 
these to regulate NKDC IFN-gamma production in response to bacterial CpG. In Aim 3, we 
will determine whether NKDC production of IFN-gamma is sufficient to... 
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Summary: ...this project is to enhance cell-mediated and humoral immune responses to a 

soluble protein antigen (major surface protein-2; MSP-2) of the cattle pathogen, Anaplasma 

marginale, by using adjuvants are to 1] determine the effects of E. coli DNA on inducing 

cytokines (IL-12, IL-18, TNF-a, and IFN-a) that are expressed by the principal antigen 
presenting cell, the dendritic cell in cattle. These cytokines are required for priming a type 1 
immune response during antigen exposure; 2] to compare the adjuvant effects of E. coli 

DNA, recombinant IL-12, and The draining lymph nodes will be surgically removed 

three days following the final inoculation of antigen and following antigen restimulation ex 
vivo, will be analyzed 

for cytokine expression. Serum samples will be analyzed for this grant and a subsequent 

USDA grant, we have 

initiated studies to evaluate a defined CpG ODN on stimulating Thl responses to a bacterial 
surface protein. The innate immune response of macrophages and dendritic cells to bacterial 
DNA and CpG ODN was examined in this grant. These responses are critical for inducing 
Thl immunity and... 

Descriptors: ...cytokines; immune response: dna vaccines; recombinant dna; leukocytes; 
immunoglobulins; macrophages; dendrites; interleukin; antigens; anaplasma marginale; 
tumor necrosis factor; proteins 
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Text: 

...exposure to the allergen, and the avidity of allergen-specific interactions between T cells 
and antigen-presenting cells (Ref. 13,14) (Fig. l).l*Figure 1. -Immunologic and Cellular 

Factors Regulating the interleukin-4, respectively, as well as on the avidity of 

interactions between T cells and antigen-presenting cells and the amount of allergen to 
which the immune system is exposed (antigen). (Ref. 13,14) In addition, the presence of 
cytidine-phosphate-guanosine ( CpG) repeats derived from bacteria favors the Thl 
phenotype, whereas the presence of transcription factors such.. .family of cytokine genes on 
chromosome 5. (Ref. 31) By contrast, certain alleles of the tumor necrosis factor gene 
complex, although linked to asthma, are independent of serum IgE levels and high- 
affinity IgE receptor (Fc(epsilon)RI-(alpha)). (Ref. 35) This receptor also occurs on antigen- 
presenting cells, where it can facilitate the IgE-dependent trapping and presentation of 
allergen to... latter class of organisms, the DNA contains repeating sequences of cytosine and 
guanosine nucleosides called CpG repeats. These CpG repeats can bind to receptors on 
antigen-presenting cells and trigger the release of interleukin-12. This cytokine, which is 
produced almost exclusively by antigen-presenting cells, drives and maintains the Thl- 

mediated response. Furthermore, the interferon-(gamma) produced by in combination, 

have therapeutic potential for inhibiting the synthesis of IgE. Furthermore (as discussed 
below), CpG repeats may redirect allergens to produce a Thl-mediated, rather than a Th2- 

mediated, immune relevance of the low-affinity IgE receptor (CD23) remains speculative. 

It may be involved in antigen trapping and presentation, thereby augmenting the production 
of interleukin-4 or interleukin-13. (Ref. 41) It can, however, override the positive effects of 
antigen presentation by combining with excess IgE and antigen under conditions in which 
high levels of interleukin-4 have caused the up-regulation of... Antigen -presenting cells are 
critical in initiating and controlling allergic inflammation. Dendritic cells and cutaneous 
Langerhans' cells are particularly important in asthma and atopic eczema, respectively. They 
present antigen to CD4+ Th2 cells in an MHC class Il-restricted fashion. Overproduction of 
the granulocyte-macrophage colony-stimulating factor in the airway mucosa of patients with 
asthma enhances antigen presentation and increases the local accumulation of macrophages. 

(Ref. 12) Alveolar macrophages obtained from patients Pathways Leading to Acute and 

Chronic Allergic Reactions. Acute allergic reactions are due to the antigen -induced release of 
histamine and lipid mediators from mast cells. In the skin and upper 
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Text: 

...exposure to the allergen, and the avidity of allergen-specific interactions between T cells 
and antigen-presenting cells (Ref. 13,14) (Fig. l).l*Figure 1. -Immunologic and Cellular 

Factors Regulating the interleukin-4, respectively, as well as on the avidity of 

interactions between T cells and antigen-presenting cells and the amount of allergen to 
which the immune system is exposed (antigen). (Ref. 13,14) In addition, the presence of 
cytidine-phosphate-guanosine ( CpG) repeats derived from bacteria favors the Thl 
phenotype, whereas the presence of transcription factors such. ..family of cytokine genes on 
chromosome 5. (Ref. 31) By contrast, certain alleles of the tumor necrosis factor gene 
complex, although linked to asthma, are independent of serum IgE levels and high- 
affinity IgE receptor (Fc(epsilon)RI-(alpha)). (Ref. 35) This receptor also occurs on antigen- 
presenting cells, where it can facilitate the IgE-dependent trapping and presentation of 
allergen to... latter class of organisms, the DNA contains repeating sequences of cytosine and 
guanosine nucleosides called CpG repeats. These CpG repeats can bind to receptors on 
antigen-presenting cells and trigger the release of interleukin-12. This cytokine, which is 
produced almost exclusively by antigen -presenting cells, drives and maintains the Thl- 

mediated response. Furthermore, the interferon-(gamma) produced by in combination, 

have therapeutic potential for inhibiting the synthesis of IgE. Furthermore (as discussed 
below), CpG repeats may redirect allergens to produce a Thl -mediated, rather than a Th2- 

mediated, immune relevance of the low-affinity IgE receptor (CD23) remains speculative. 

It may be involved in antigen trapping and presentation, thereby augmenting the production 
of interleukin-4 or interleukin-13. (Ref. 41) It can, however, override the positive effects of 
antigen presentation by combining with excess IgE and antigen under conditions in which 
high levels of interleukin-4 have caused the up-regulation of... Antigen -presenting cells are 
critical in initiating and controlling allergic inflammation. Dendritic cells and cutaneous 
Langerhans' cells are particularly important in asthma and atopic eczema, respectively. They 
present antigen to CD4+ Th2 cells in an MHC class Il-restricted fashion. Overproduction of 
the granulocyte-macrophage colony-stimulating factor in the airway mucosa of patients with 
asthma enhances antigen presentation and increases the local accumulation of macrophages. 

(Ref. 12) Alveolar macrophages obtained from patients Pathways Leading to Acute and 

Chronic Allergic Reactions. Acute allergic reactions are due to the antigen -induced release of 
histamine and lipid mediators from mast cells. In the skin and upper 
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investigated whether such a CpG-containing ODN (CpG ODN) given mucosally in the 
female genital tract could enhance innate immunity and protect against genital herpes 
infection. Groups of C57BL/6 mice were treated intravaginally with either CpG ODN 
or a non-CpG ODN control in the absence of any antigen either 2 days before or 4 h 
after an intravaginal challenge with a normally lethal dose of herpes simplex virus type 
2 (HSV-2). Mice treated with CpG ODN exhibited significantly decreased titers of HSV- 
2 in their vaginal fluids compared with non-CpG ODN-treated mice. Furthermore, 
CpG ODN pretreatment significantly protected against development of disease and 
death compared to non-CpG ODN pretreatment. Most strikingly, CpG ODN conferred 
protection against disease and death even when given after the viral challenge. The CpG 
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IFN-gamma, IL-12, IL- 18, and T cells, as CpG ODN pretreatment did not confer any 
significant protection in mice deficient in IFN-gamma, IL-12, IL- 18, or T cells. Further, 
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mucosally. There important candidates for use as mucosal adjuvants. The 

proinflammatory cytokines IL-lalpha, IL-12, and IL-18 can replace CT as a mucosal 
adjuvant for antibody induction and induce an increase of mucosal CTL's. IL-15 also has the 
potential to increase antigen-specific CTL activity when used as an adjuvant while IL-5 and 
IL-6 were shown to be able to markedly increase IgA reactivity to co-expressed heterologous 
antigen. Chemokines such as MCP-1 could also be used as potential adjuvant for mucosally 
administered... 
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Since the sequences of CpG-ODNs that induce T(H)1 responses are considered to vary 
among animal species, it is necessary to identify effective CpG-ODNs in each animal. In 
order to identify the sequences of CpG-ODNs that induce T(H)1 responses in dogs, 

mRNA expression and protein production of. in peripheral blood mononuclear cells 

(PBMCs) from healthy dogs treated with 11 kinds of synthetic CpG-ODNs. One of the 
11 CpG-ODNs (No. 2 CpG-ODN, 5'-GGTGCATCGATGCAGGGGGG-3') was shown 
to significantly increase mRNA expression and protein production of IFN-gamma in 
canine PBMCs in a manner dependent on the sequence of the CpG motif. This CpG- 
ODN also enhanced the expression of IL-12 p40 mRNA in canine PBMCs, whereas 
expression of IL-12 p35, IL-18, and IL-4 mRNAs was not induced by this CpG-ODN. 
These results indicate that this CpG-ODN was able to produce IFN-gamma by 
induction of T(H)1 -skewed immune response in dogs. CpG-ODNs may be useful for 
inducing prophylactic and therapeutic immunity against allergic diseases, viral 
infection... 
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Methods: Cytokine gene-modulated DCs pulsed with ovalbumin antigen (OVA) were 
injected intravenously into naive mice 1 week before sensitization with OVA antigen. The 
mice were then monitored for OVA-specific IgE, airway inflammatory cell infiltration, and 
airway hyperresponsiveness in the study. 

Results: Significant levels of IL-12 or IL-18 were expressed by Ad-IL-12 or Ad-IL- 18 
infected, bone marrow-derived DCs. Ad-IL-12 and Ad-IL- 18 co-infected DCs effectively, 
decreasing sera anti-OVA IgE antibody levels, lung eosinophilia, and airway... 
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mice showed a in shaping Thl immune responses after DNA vaccination. Codelivery of 
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responses in IFNAR K70 mice... 
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intradermal immunization. Furthermore, immunostimulatory CpG motifs, which induce the 
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...tumors. Based on our previous finding that the combination of Toll-like receptor 9 
ligand CpG and interleukin (IL)-4 stimulates NKDC to produce IFN-gamma, we 

hypothesized that NKDC are NKDC accounted for the majority of IFN-gamma 

production by murine spleen CDllc SUP + cells. IL-18 alone induced NKDC to secrete 
IFN-gamma, and the combination of EL-18 and CpG resulted in a synergistic increase 

in IFN-gamma production, both in vitro and in vivo 12. NKDC selectively 

proliferated in vitro and in vivo in response to the combination of IL-18 and CpG. 
Systemic treatment with IL-18 and CpG reduced the number of B16F10 melanoma lung 
metastases. The mechanism depended on NK1.1 SUP + cells, as their depletion 
abrogated the effect. IL-18 and CpG activated NKDC provided greater tumor 
protection than NK cells in IFN-gamma SUP -/- mice. Thus, NKDC are the major 
dendritic cell subtype to produce IFN-gamma, The combined use of IL-18 and CpG is a 
viable strategy to potentiate the antitumor function of NKDC. (c)2006 American 
Association... 
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Abstract: ...antiviral mechanisms. IFN-alpha/beta is produced rapidly when viral factors, 
such as envelope glycoproteins, CpG DNA, or dsRNA, interact with cellular pattern- 
recognition receptors (PRRs), such as mannose receptors, toll receptor-mediated 

stimulation or in response to early produced cytokines, including interleukin-2 (IL-12), IL- 
18, and IFN-alpha/beta, or by stimulation through T cell receptors (TCRs) or natural killer... 
...gamma affect activities of macrophages, NK cells, dendritic cells (DC), and T cells by 
enhancing antigen presentation, cell trafficking, and cell differentiation and expression 
profiles, ultimately resulting in enhanced antiviral effector... 
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A protective role of locally administered immunostimulatory CpG oligodeoxynucleotide 
in a mouse model of genital herpes infection. 

Abstract: Unmethylated CpG dinucleotides in bacterial DNA or synthetic 

oligodeoxynucleotides (ODNs) are known as potent activators of the system and 

inducers of several Thl-associated immunomodulatory cytokines. We therefore 
investigated whether such a CpG-containing ODN (CpG ODN) given mucosally in the 
female genital tract could enhance innate immunity and protect against genital herpes 
infection. Groups of C57BL/6 mice were treated intravaginally with either CpG ODN 
or a non-CpG ODN control in the absence of any antigen either 2 days before or 4 h 
after an intravaginal challenge with a normally lethal dose of herpes simplex virus type 
2 (HSV-2). Mice treated with CpG ODN exhibited significantly decreased titers of HSV- 
2 in their vaginal fluids compared with non-CpG ODN-treated mice. Furthermore, 
CpG ODN pretreatment significantly protected against development of disease and 
death compared to non-CpG ODN pretreatment. Most strikingly, CpG ODN conferred 
protection against disease and death even when given after the viral challenge. The CpG 
ODN-induced protection was associated with a rapid production of gamma interferon 
(IFN-gamma), interleukin-12 (IL-12), IL-18, and RANTES in the genital tract mucosa 
following CpG ODN treatment. The observed protection appeared to be dependent on 
IFN-gamma, IL-12, IL- 18, and T cells, as CpG ODN pretreatment did not confer any 
significant protection in mice deficient in IFN-gamma, IL-12, IL- 18, or T cells. Further, 
a complete protective immunity to reinfection was elicited in CpG ODN-treated, HSV- 
2-challenged mice, suggesting a role for mucosally administered CpG ODN in inducing 
the development of an acquired immune response in addition to its potent... 
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Abstract: ...responses. Th2 cells are generated from precursor naive Th cells when they 
encounter the specific antigen in an IL-4-containing microenvironment. The question of how 

these Th2 cells are selected response to ubiquitous allergens. Moreover, the recent 

evidence that bacterial DNA or oligodeoxynucleotides containing unmethylated 'CpG motifs' 
promote the development of Thl cells via the production of immunomodulatory cytokines 
(namely IL-12, IL-18 and IFNs) by professional antigen -presenting cells confirms previous 
epidemiological data. The new insight into the pathophysiology of T cell... 
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Abstract: ...or mutant Echerichia Coli labile toxin) improve performance of mucosal 
vaccines. Synthetic oligodeoxynucleotides containing immunostimulatory CpG motifs 
(CpG) have synergistic action with other adjuvants, such as alum and CT when delivered 

mucosally. There important candidates for use as mucosal adjuvants. The 

proinflammatory cytokines IL-lalpha, IL-12, and IL-18 can replace CT as a mucosal 
adjuvant for antibody induction and induce an increase of mucosal CTL's. IL-15 also has the 
potential to increase antigen-specific CTL activity when used as an adjuvant while IL-5 and 
IL-6 were shown to be able to markedly increase IgA reactivity to co-expressed heterologous 
antigen. Chemokines such as MCP-1 could also be used as potential adjuvant for mucosally 
administered... 
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Identification of CpG oligodeoxynucleotide sequences that induce IFN-gamma 
production in canine peripheral blood mononuclear cells 

Abstract: Oligodeoxynucleotides containing the cytosine-phosphate-guanine (CpG ) 
motif (CpG-ODNs) have been shown to induce T(H)1 immune responses in animals. 
Since the sequences of CpG-ODNs that induce T(H)1 responses are considered to vary 
among animal species, it is necessary to identify effective CpG-ODNs in each animal. In 
order to identify the sequences of CpG-ODNs that induce T(H)1 responses in dogs, 

mRNA expression and protein production of. in peripheral blood mononuclear cells 

(PBMCs) from healthy dogs treated with 11 kinds of synthetic CpG-ODNs. One of the 
11 CpG-ODNs (No. 2 CpG-ODN, 5'-GGTGCATCGATGCAGGGGGG-3') was shown 
to significantly increase mRNA expression and protein production of IFN-gamma in 
canine PBMCs in a manner dependent on the sequence of the CpG motif. This CpG- 
ODN also enhanced the expression of IL-12 p40 mRNA in canine PBMCs, whereas 
expression of IL-12 p35, IL-18, and IL-4 mRNAs was not induced by this CpG-ODN. 
These results indicate that this CpG-ODN was able to produce IFN-gamma by 
induction of T(H)1 -skewed immune response in dogs. CpG-ODNs may be useful for 
inducing prophylactic and therapeutic immunity against allergic diseases, viral 
infection... 
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Abstract: ...study, DCs infected with T(H)1 cytokine -expressing adenovirus can be used to 
induce antigen -specific T(H)1 cells for treatment in an animal model of asthma. 

Methods: Cytokine gene-modulated DCs pulsed with ovalbumin antigen (OVA) were 
injected intravenously into naive mice 1 week before sensitization with OVA antigen. The 
mice were then monitored for OVA-specific IgE, airway inflammatory cell infiltration, and 
airway hyperresponsiveness in the study. 

Results: Significant levels of IL-12 or IL-18 were expressed by Ad-IL-12 or Ad-IL- 18 
infected, bone marrow-derived DCs. Ad-IL-12 and Ad-IL- 18 co-infected DCs effectively, 
decreasing sera anti-OVA IgE antibody levels, lung eosinophilia, and airway... 
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Abstract: ...characteristic of Thl immune responses, such as high IgG2a:IgGl anti-PRV Ab 
ratio and antigen-specific IFN-gamma production by spleen cells. In contrast, IFNAR K70 

mice showed a in shaping Thl immune responses after DNA vaccination. Codelivery of 

plasmids encoding IL-12 and IL-18 along with the plasmid encoding PRV-gC restored Thl 
responses in IFNAR K70 mice... 
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Abstract: ...vector encoding the beta-galactosidase (pCMV-beta gal) was used for 
intradermal immunization. Furthermore, immunostimulatory CpG motifs, which induce the 
expression of IL-6, IL-12, IL-18, TNF-alpha/beta and IFN-gamma were coinjected as 

oligodeoxynucleotides. From our data we conclude markedly enhanced 2 weeks (252.4%) 

or 3 weeks (243.3%) after the injection when CpG motifs were applied together with the 
plasmid DNA. (C) 1999 Elsevier Science Ireland Ltd. All... 
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...strategies. One approach is based on vaccinations using live or killed bacteria or their 
components, CpG-ODNs or DNA vaccination, which all induce allergen-specific or 
unspecific Thl responses. Thl responses lead to the production of IFN-gamma, IL-12, IL-18 
and IL-23, thereby inhibiting Th2 responses and thus the development of asthma. A further... 
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...direct contact of NK cells with DCs and DC-secreted cytokines. In vitro, IFN-alphabeta, 
IL-18, and IL-12 all contributed to DC stimulation of NK cell IFN-gamma, whereas IFN... 
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IL-18 gene therapy develops Thl-type immune responses in Leishmania major- 
infected BALB/c mice: Is the effect mediated by the CpG signaling TLR9? 

IL-18 regulates either Thl or Th2 responses depending on the cytokine 
microenvironment. Administration of recombinant IL- 18 (rIL-18) alone does not 

promote Thl response, but rather induces Th2 response and exacerbates major 

infection in susceptible BALB/c mice. Here, we treated BALB/c mice with an IL-18- 
expressing plasmid by using a gene gun weekly after L. major infection. This gene 

therapy susceptibility The synergistic role of the vector with rIL-18 was found to 

depend on CpG motifs, which enhanced expression of proinflammatory cytokines, 
especially IL-12, from APCs through Toll-like receptor (TLR) 9 ligation. Treatment 
with methylated plasmid vector in which CpG was disrupted could no longer prevent 
the disease development in coadministration with rIL-18. Taken together, IL- 18 gene 
therapy was shown to develop Thl-type protective immunity in L. major -infected 
BALB/c mice without the requirement of exogenous IL-12, probably via CpG-TLR9 
signaling pathway, (c) 2004 Nature Publishing Group All rights reserved. 
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...involving cytokines such as granulocyte/macrophage colony-stimulating factor, 
interleukin-2 (IL-2), IL-12, IL-18, and many others are examined. Notable chemokines that 
may offer hope in such efforts include... 
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Generation of neutralizing mouse anti-mouse IL-18 antibodies for inhibition of 
inflammatory responses in vivo 

The proinflammatory cytokine IL-18 mediates IFN-gamma production as well as the 

induction of Th 1 polarized immune responses in In this study, we describe the 

production of isogeneic monoclonal antibodies (Mabs) directed against murine IL-18 
(mIL-18). Immunization of IL-18-deficient mice with recombinant mIL-18 in the 
presence of CpG-oligodeoxynucleotides (CpG-ODN) and alum as adjuvant resulted in 
high anti-IL-18 serum titers. We could identify two Mabs, SK721-2 and SK113AE-4, 
which were able to bind to IL-18 and neutralize its IFN-gamma inducing effect in vitro 

with an IC SUB 50 of by 60-85% following a single administration of Mabs 

SKI 13AE-4 or SK721-2. Since IL-18 is likely to be involved in the pathogenesis of 
inflammatory diseases such as rheumatoid arthritis or Crohn's disease, neutralizing 
mouse anti-mouse IL-18 Mabs have the potential to become valuable tools for the 
therapeutic exploration of long-term IL-18 blockade in vivo, (c) 2002 Elsevier Science 
B.V. All rights reserved. 
Medical Descriptors: 

animal cell; animal experiment; animal model; antibody detection; antibody titer; 
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...responses. Th2 cells are generated from precursor naive Th cells when they encounter the 
specific antigen in an IL-4-containing microenvironment. The question of how these Th2 

cells are selected response to ubiquitous allergens. Moreover, the recent evidence that 

bacterial DNA or oligodeoxynucleotides containing unmethylated 'CpG motifs' promote the 
development of Thl cells via the production of immunomodulatory cytokines (namely IL-12, 
IL-18 and IFNs) by professional antigen-presenting cells confirms previous epidemiological 
data. The new insight into the pathophysiology of T cell- 
Medical Descriptors: 

antigen presenting cell; B lymphocyte; cytokine release; environmental factor; eosinophil; 
heredity; human; immune response; mast cell... 
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Summary: ...cell-mediated immune reaction can occur in two ways. First, the relatively 

invariant T cell antigen receptor (TCR) these cells express can directly recognize some 

bacterial glycolipids. Second, Val4/ NKT cells sensing of these microbes. In some cases, 

this activation can occur through the stimulation of antigen presenting cells (ARC) by TLR 
ligands, leading to IL-12 and IL- 18 secretion, which activates Val4/ NKT cells even in the 
absence of self-antigen. The experiments in this proposal are designed to achieve a better 

molecular and cellular understanding the ARC responsible for activating Val4/ NKT 

cells after exposure to E. coll LPS or CpG ODN, and will assess their expression of the 
relevant TLRs and their ability to produce the required activating cytokines. The role of IFNy 
receptor signaling in enhancing the IL-12/ IL-18 mediated response will be determined, as 

will the regulation of IL-12R and IL-18R self-antigens presented by CDld. In the 

response to Salmonella LPS and to Schistosome egg antigen preparations, self- antigen 
presentation has been implicated in activating Val4/ NKT cells. We will carry out 

experiments to if either of these agents affects CDld expression, and to more rigorously 

test for self-antigen presentation. These experiments will yield important insights into the 
normal role of Val4/ NKT cells... 
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Summary: ...activators of the swine immune system such as recombinant cytokines 
[interleukin-12 (IL-12) and IL-18]. Description of effects of these cytokines and of 
synthetic oligonucleotides (CpG) on swine immunity, and their use to enhance neonatal 
swine immunity and to stimulate appropriate... 

Progress Report Summary: ...L., Renard, C, Chardon, P. 2005. Nomenclature for factors 
ofthe SLA class II system. Tissue Antigen. 66(6):623-639.Gasser, R.B., Hu, M., Abs El 
Osta, Y., Zarlenga, D... 



